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DETAILED ACTION 



Applicants' submission filed on 1 1/18/2005 is acknowledged. Claims 1 12-220 are 
pending. Claims 1-1 1 1 are cancelled. 

Claims 119, 121-122, 125-126, 128-130, 135-136, 140, 154-156, 159-160, 162-164, 169- 
170, 174, 179, 193-195, 198-199, 201-203, 208-209, 213, and 218 are withdrawn from further 
consideration pursuant to 37 CFR 1.142(b), as being drawn to a nonelected species, there being 
no allowable generic or linking claims. 

An action on the merits of claims 112-118, 120, 123-124, 127, 131-134, 137-139, 141- 
145, 147-153, 157-158, 161, 165-168, 171-173, 175-178, 180-190, 192, 196-197, 200, 204-207, 
210-212, 214-217, and 219-220, as they read on the elected species, follows. 

Applicants' arguments have been fully considered. Rejections and/or objections not 
reiterated from previous office actions are hereby withdrawn. The following rejections and/or 
objections are applied. aL 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 



Claims 112-118, 120, 123-124, 127, 131-134, 137-139, 141-145, and 147-148 are 
rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the written description 
requirement. The claim(s) contains subject matter which was not described in the specification 



f * { J 

Claim Rejections - 35 USC § 112 




First Paragraph 
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in such a way as to reasonably convey to one skilled in the relevant art that the inventor(s), at the 
time the application was filed, had possession of the claimed invention. This is a NEW 
MATTER rejection. 

Claims 112 recites in step (d) substep (iii) samples coming from populations having "a 
statistically significant difference with respect to . . . preanalytical variables." Applicants do not 
point to support for the limitation in the originally filed application. The specification discloses 
data elements identified with high confidence values (a selected difference from a null 
(randomized) distribution being accepted as statistically significant, e.g., p<0.01). The originally 
filed application does not provide support for statistically significant difference for preanalytical 
variables (e.g., age, weight, diet, gender, etc.) which may or may not be the same as for the data 
elements (e.g., gene expression data). For the reason stated above, the instant claims are rejected 
for introducing new matter. 

Second Paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 112-118, 120, 123-124, 127, 131-134, 137-139, 141-145, 147-153, 157-158, 161, 
165-168, 171-173, 175-178, 180-190, 192, 196-197, 200, 204-207,210-212,214-217, and 219- 
220 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 
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Claim 1 12 recites the limitation "the data from each sample" in substep (ii) of step (a). 
There is insufficient antecedent basis for this limitation in the claim. Claim 1 12 recites in step (a) 
"first data from a first set of samples." Thus, "first data" is derived from a set of samples while 
"the data" is derived from a sample, and therefore different from the earlier recited "first data." 
As the intended limitation is not clear, claims 112-118, 120, 123-124, 127, 131-134, 137-139, 
141-145, and 147-148 are indefinite. 

Claim 112 recites the limitation "the data from each sample" in substep (ii) of step (d). 
There is insufficient antecedent basis for this limitationin the claim for the reasons stated above 

for step (a). As the intended limitation is not clear, claims 1 12-118, 120, 123-124, 127, 131-134, 

f . 

137-139, 141-145, and 147-148 are indefinite. 

Claim 1 1 2 recites the limitation "to qualify each common data element . . . based on the 
ability ... to classify a sample ... as a function of dMa element value" in steps (b) and (e). It is 
not clear whether the limitation "as a function of data element value" relates to the limitation "to 
qualify" or the limitation "to classify." As the intended limitation is not clear, claims 112-118, 
120, 123-124, 127, 131-134, 137-139, 141-145, and 147-148 are indefinite. 

Claim 1 12 recites in step (d) substep (iii) "the first samples and the second samples." It is 
not clear whether the first and the second samples is intended to be the first and the second set of 
samples (see lines 2-3 and 125) or a first and a second sample in each of the first and the second 
sets of samples. As the intended limitation is not clear, claims 1 12-1 18, 120, 123-124, 127, 131- 
134, 137-139, 141-145, and 147-148 are indefinite. 

Claims 149 and 182 recite in step (a) the limitation "input data relating to ... data sets." 
The "relation" of input data to data sets is not clear because criteria of "relatedness" is not 
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disclosed in neither claims nor the specification, e.g., input data may be composed of data sets, 
may comprise data sets, may be another data obtained from data sets, etc. Claims 150-153, 157- 
158, 161, 165-168, 171-173, 175-178, and 180-181 depend from claim 149. Claims 183-190, 
192, 196-197, 200, 204-207, 210-212, 214-217, and 219-220 depend from claims 182. As the 
intended limitation is not clear, 150-153, 157-158, 161, 165-168, 171-173, 175-178, and 180- 
190, 192, 196-197, 200, 204-207, 210-212, 214-217, and 219-220 claims are indefinite. 

Claim 182 recites the limitation "the data from each sample" in substep (ii) and (iv) of 
step (a). There is insufficient antecedent basis for this limitation in the claim. Claim 182 recites 
in step (a) "first and second data sets." Thus, "first and second data" are derived from two the 
first and the second sample, and therefore different from the earlier recited "first and second data 
sets." As the intended limitation is not clear, claims 182-190, 192, 196-197, 200, 204-207, 210- 
212, 214-217, and 219-220 are indefinite. 

Claim 182 recites the limitation "to qualify each common data element . . . based on the 
ability ... to classify a sample ... as a function of data element value" in step (b). It is not clear 
whether the limitation "as a function of data element value" relates to the limitation "to qualify" 
or the limitation "to classify." As the intended limitation is not clear, claims 182-190, 192, 196- 
197, 200, 204-207, 210-212, 214-217, and 219-220 are indefinite. 

Claim Rejections - 35 USC § 102 
Claims 112-117, 123-124, 127, 131-134, 137-139, 141, 143-145, and 148 are rejected 
under 35 U.S.C. 102(a) as being anticipated by Petricoin, The Lancet, 359:572-577 (February 16, 
2002). 
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New claims 1 17-148 have limitations similar to those of cancelled claims 2-35. New 
claims 113-114 limit claim 1 12 to a preanalytical variable selected from a group of specific 
variables. New claims 115-116 limit claim 1 12 to the samples collected from different 
geographical locations and clinical trial sites, respectively. 

Applicants argue that Petricoin does not disclose analysis of a first and a second set of 
samples separately that includes classifying samples into different biological states for each set 
of samples. Applicants' arguments have been considered, but are found not persuasive. 

Petricoin discloses analyzing two independent sets of samples. Specifically, one "sample" 
is composed of 50 control samples for preliminary analysis, other 17 control samples, and 
samples from cancer patients for preliminary analysis (see p. 572-573, Methods and Study 
Population; table 1; fig. 1, p. 575, and p. 576). A second "sample" is composed of 50 control 
samples for the masked analysis, other unaffected samples, and samples -2; fig. 1, p. 575, and p. 
576). Both "samples" were collected and statistically analyzed independently to classify samples 
into different biological states (e.g., cancer and unaffected states) (fig. 1, p. 575, table 2, p. 576, 
left col.). The results obtained from two independent'samples (preliminary and masked) were 
"intersected" wherein data elements (key values for classifying samples, e.g., M/Z) in the 
intersection subset is a member of both subsets (preliminary and masked samples) (p. 576). 
Thus, Petricoin discloses a method recited in instant claim 1 12. Petricoin further discloses a 
preanalytical variable, e.g., medical status, a clinical characteristic, medical condition (see table 
1). Petricoin discloses samples collected at different locations (p.573). Thus, the examiner 
maintains that Petricoin anticipates the limitations of the instant claims. 
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Claim Rejections - 35 USC § 103 
Claim 147 is rejected under 35 U.S.C. 103(a) as being unpatentable over Petricoin, The 
Lancet, 359:572-577 (February 16, 2002), as applied to claims 1 12-117, 123-124, 127, 131-134, 
137-139, 141, 143-145, and 148 above, and in view of Golub, Science, 286:531-537 (Oct 15, 
1999). 

Applicants argue that Golub teaches away from the instant method where data sets may 
be collected by different collection protocols. Applicants further argue that Golub does not 
disclose selecting an intersection subset. Applicants 5 arguments havelbeen considered, but are 
found not persuasive. 

Golub discloses range of samples, e.g., bone marrow and peripheral blood samples, 
samples collected from children and adults, samples collected from different labs, and samples 
collected by different protocols (p. 532, right col., last paragraph). Although Golub states that the 
average prediction strength was lower for samples from one laboratory that used a very different 
protocol for sample preparation and suggests standardization of sample preparation, Golub does 
teach using different sample preparation protocols (p. 532, right col., last paragraph). Further, 
Golub does not discuss the reasons for the lower predictive strength for one sample and does not 
discuss meaning of "standardization" a protocol which does not necessarily mean using one 
protocol for all types of samples in all laboratories. $ 

Although Golub is relied upon for the limitation "different collection protocols," Golub 
further discloses two independent samples for whictiFclata were collected separately and each was 
classified on the basis of data elements, e.g., 38 initial leukemia samples and independently 
collected 34 leukemia samples (p. 532, 534). Golub'ialso discloses comparing two samples 
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wherein the structure (data elements - gene predictors) in the initial sample is also seen in the 
independent sample (i.e., samples are intersected) (p. 534, middle col. and fig. 4). 
Perticoin teaches the method of claim 1 12, as set forth above. 

Motivation to combine the references was provided in the previous office action and is 
reiterated below: 

"It would have been obvious to one skilled in the art at the time of the invention to 
modify the method of Petricoin to use different collecting protocols for different data sets, as 
taught by Golub, where the motivation would have been to use different types of tissues/samples 
for constructing a model predictive of cancer for unknown samples, as taught by Golub, (p. 532, 
right col.)." 

Claims 118, 120, 142, 149-153, 157-158, 161, 165-168, 171-173, 175-178, 181-190, 192, 
196-197, 200, 204-207, 210-212, 214-217, and 220 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Petricoin, The Lancet, 359:572-577 (February 16, 2002), as applied to claims 
112-117, 123-124, 127, 131-134, 137-139, 141, 143-145, and 148 above, and in view of 
Barnhill, U.S. Patent 6,789,069. 

The instant claims recite limitations similar to those of cancelled claims 3, 5, 29, 36-38, 
40, 44-45, 48, 53-56, 59-61, 63-67, 71-79, 81, 85-86, 89, 94-97, 100-102, and 104-108. 

Applicants argue that Barnhill does not disclose using two samples independently and 
selecting an intersection subset. 

This is a rejection under 35 U.S.C. 103(a) over a combination of references. Although 
Barnhill discloses two independent samples (training and test samples, col. 50), Barnhill is relied 



Application/Control Number: 10/635,241 Page 9 

Art Unit: 1631 

upon for the limitations discloses in claims 118, 120, 142, 149-153, 157-158, 161, 165-168, 171- 
173, 175-178, 181-190, 192, 196-197, 200, 204-207, 210-212, 21 J|p> md 220 > for the same 
reason as set forth in the previous office action for claims 3, 5, 29, ^58, 40, 44-45, 48, 53-56, 
59-61, 63-67, 71-79, 81, 85-86, 89, 94-97, 100-102, and 104-108. Petricoin teaches an 
intersection subset and other limitations of the method of claim 1 12, as set forth above. 
Therefore, the examiner maintains that Petricoin and Barnhill make obvious the claimed 
limitations for the reasons set forth above and in the previous office action. 



Claims 180 and 219 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Petricoin, The Lancet, 359:572-577 (February 16, 2002), in view of Barnhill, U.S. Patent 
6,789,069, as applied to claims 118, 120, 142, 149-153, 157-158, 161, 165-168, 171-173, 175- 
178, 181-190, 192, 196-197, 200, 204-207, 210-212, 214-217, and 220 above, and further in 
view of Golub, SWem*, 286:531-537 (Oct. 15, 1999). 

Applicants did not specifically address the rejection. The examiner maintains that 
Petricoin teaches the method of claim 112, Golub teaches different collection protocols, and 
Barnhill teaches the computer program and the system recited in the instant claims, as set forth 
above and in the previous office action. Thus, the examiner maintains that Petricoin, Golub, and 
Barnhill make obvious the claimed limitations for the same reasons and motivations as 
previously set for claims 69 and 110. 



Conclusion 

No claims are allowed. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 

MONTHS of the mailing date of this final action and the advisory action is not mailed until after 

"j 

the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1.136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the date of this final 
action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marina Miller whose telephone number is (571)272-6101 . The 
examiner can normally be reached on 8-5, M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, Ph. D. can be reached on (571)272-0718. The fax phone number for 
the organization where this application or proceeding^ assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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